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Disclosed herein are novel compounds of formula II 

II 

N 
O 

Q 

and pharmaceutically acceptable salts thereof, wherein: 
Q represents H, halo or -OSOR" wherein R' is 
CH3, CF3, phenyl or tolyl; 

R3a represents H, alkyl, allyl, cyclopropylmethyl or 
COOR1 wherein R1 is alkyl, aryl, aralkyl or halo 
alkyl; 

R represents H, halo, alkyl, haloalkyl or alkoxy; 
R5a represents -OR10, -N(R9)2, -O-C(R)- 
2OCOR13, or alkoxy; wherein each R9 indepen 
dently represents H, alkyl, alkoxy, alkoxyalkyl, 
aralkyl or aryl; 

R10 represents H, -COR9 or -CONOR9)2; and 
R3 represents alkyl, aralkyl or aryl, 
with the proviso that R3a can not be hydrogen or 

alkyl when Q is hydrogen, R is hydrogen, and R. 
is hydroxy. 

Compounds of formula II are useful intermediates for 
producing compounds having valuable pharmaceutical 
properties in treating psychosis, depression, pain and 
hypertension. 

2 Claims, No Drawings 
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SUBSTITUTED BENZAZEPINES USEFUL AS 
NTERMEDIATES FOR PRODUCING 

PHARMACEUTICALLY ACTIVE COMPOUNDS 

The present application is a divisional of copending 
U.S. application Ser. No. 07/322,801 filed Mar. 13, 
1989, now U.S. Pat. No. 5,015,639, which in turn is a 
continuation of international application No. 
PCT/US88/00899, filed Mar. 24, 1988 and designating 
the United States, now abandoned, the benefit of which 
is claimed pursuant to the provision of 35 U.S.C. 
SS120,363 and 365(c), which PCT application is in turn 
a continuation-in-part of copending U.S. application 
Ser. No. 032,135, filed Mar. 27, 1987; now abandoned. 

BACKGROUND OF THE INVENTION 

This invention relates to novel 1- or 5-substituted 
2,3,4,5-tetrahydro-1H-3-benzazepines, their preparation 
and to pharmaceutical compositions containing them. 
The compounds have valuable pharmaceutical proper 
ties in the treatment of psychoses, depression, pain and 
hypertension. 

Substituted 1-phenyl-2,3,4,5-tetrahydro-1H-3-ben 
zazepines have been described in the art. For example, 
see U.S. Pat. Nos. 3,393, 192, 3,609,138, 4,011,319, 
4,284,555 and 4,477,378 as well as British Patent 
1,118,688. The activities discussed for the compounds 
disclosed in these patents include antibacterial effects, 
central nervous system effects and hypotensive-effects. 

Weinstock et al. in Drugs of the Future, Vol. 10, No. 
8, pp 645-697 (1985) discuss the profound effect that 
1-phenyl substituents have on the dopaminergic activity 
of certain types of benzazepines. See Table II on page 
686. 
European Patent Application No. 83105610.6 (Publi 

cation No. 0096838) discloses certain 1-aryloxy substi 
tuted 2,3,4,5-tetrahydro-3-benzazepines having Hand 
Moralkoxy substituents in the 7- and 8-positions thereof. 
These compounds are disclosed as having utility in the 
treatment of depression. 

SUMMARY OF THE INVENTION 

It has now surprisingly been found that certain novel 
benzazepines lacking such a 1-phenyl substituent pro 
vide good anti-dopaminergic activity, in particular, 
showing surprising selectivity for the D-1 subclassifica 
tion of dopaminergic receptors. Accordingly, in one of 
its aspects, the present invention provides novel ben 
zazepines of the structural formula I: 

O 
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and the pharmaceutically acceptable salts thereof, 
wherein: 
R represents -XR6, -CHR7R8, cycloalkyl, cy 

cloalkenyl, -H, -CN, -(CO)OR9, -O(CO)R9, 
-O(CO)N(R9)2, -C=CR9, -(CO)N(R9)2, 

65 

2 

-(CH2) R9 (CH2) 
N / vizie 
CrcC , -Y Z, 

M. N. N / 
R9 R9 (CH2) 

imidazolyl or pyrrolyl; 
R2 represents -H (provided that R does not repre 

sent H), -OH (provided that R does not represent 
-OH or -SH), or alkoxy; 

in addition, R and R2 may together represent a car 
bonyl oxygen, a group =CH-aryl, or a group of 
the formula 

/ 
W 

N 
W 

B 

wherein B represents alkanediyl and W represents 
-O-, -S-, or -CH2-; 

R3 represents H, alkyl, allyl or cyclopropylmethyl; 
R represents H, halo, alkyl, haloalkyl or alkoxy; 
R5 represents -OR10, -NCR9)2 or -O-C(R)- 
2OCOR13; 

R6 represents -H, aryl, heteroaryl, naphthyl, aralkyl, 
heteroarylalkyl, alkyl, cycloalkyl, cycloalkenyl, 
haloalkyl, alkenyl, alkynyl, cycloalkylalkyl, cy 
cloalkenylalkyl, alkoxyalkyl or -(CH2).R; 

R7 represents -H or alkyl; 
R8 represents cycloalkyl, cycloalkenyl, cycloalkylal 

kyl, cycloalkenylalkyl, aralkenyl, aralkynyl, 
heteroaryl, heteroarylalkyl, alkenyl, alkynyl, halo 
alkyl, alkoxyalkyl or -(CH2).R. 

each R9 independently represents H, alkyl, alkoxy, 
alkoxyalkyl, aralkyl or aryl; 

R10 represents H, -COR9 or -CONCR9)2; 
R11 represents -(CO)OR9, -COR9, -(CO)N(R9)2, 
-CN, -O(CO)N(R)9, -N(R9)2, -OR9 or -R9, 
provided that Ril is not-N(R9)2, -OR9 or -SR 9 
when n is l; 

R12 represents -(CO)OR9, -COR9, -(CO)N(R9)2, 
-CN, -O(CO)N(R9)2, -O(CO)R9, -NCR9)2, 
--OR9 OR-SR9; 

R13 represents alkyl, aralkyl or aryl; 
X represents -O-, -S-, or -N(R')-; 
m represents 0 or i; 
in represents an integer of from 1 to 4; 
Y represents N or CH; 
Z represents CH2 (if Y does not represent CH) or 
NR9; and 

p and q each independently represent integers of from 
1 to 3 such that the sum of p plus q is from 1 to 5 
and p and q do not both represent 1 when Y is N 
and Z is NR9 

When utilized herein and in the appended claims, the 
following terms, unless otherwise specified, have the 
following scope: 

halo (including the halo of haloalkyl)-represents 
fluoro, chloro, bromo or iodo; 

alkyl (including the alkyl portions of cycloalkylalkyl, 
cycloalkenylalkyl, heteroarylalkyl, alkoxy, alkoxyalkyl, 
etc.)-represents straight or branched carbon chains 
having 1 to 6 carbon atoms; 

cycloalkyl (including the cycloalkyl portion of cy 
cloalkylalkyl)-represents a saturated carbocylic ring 
containing from 3 to 8 carbon atoms; 
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cycloalkenyl (including the cycloalkenyl portion of 
cycloalkenylalkyl)-represents a carbocyclic ring con 
taining a carbon-carbon double bond and having 5 to 8 
carbon atoms; 

alkenyl (including the alkenyl portions of aralkenyl 
)-represents straight or branched carbon chains having 
at least one carbon-carbon double bond and containing 
from 2 to 6 carbon atoms; 

alkynyl (including the alkynyl portion of aralkynyl 
)-represents straight or branched carbon chains having 
at least one carbon-carbon triple bond and containing 
from 2 to 6 carbon atoms; 

aryl (including the aryl moiety in aralkyl, aralkenyl 
and aralkynyl)-represents unsubstituted phenyl or 
substituted phenyl; 

substitued phenyl-represents phenyl mono- or di 
substituted by alkyl, hydroxy, alkoxy, alkylthio, halo, 
trifluoromethyl or combinations thereof; 

carbonyl oxygen-represents a group =O; 
haloalkyl-represents an alkyl group as defined 

above containing from 1 to 5 halo groups, (preferably 
chloro or fluoro) replacing some or all of the hydrogens 
thereon depending on the sites of possible halogenation, 
e.g., CF3, -CH2Cl, etc.; 

alkanediyl-represents a divalent, straight or 
branched hydrocarbon chain having from 1 to 6 carbon 
atoms, the two available bonds being from the same or 
different carbon atoms thereof, e.g., methylene, ethyl 
ene, ethylidene, -CH2CH2CH2-, 

-CH2CHCH3, -CHCH2CH3, 

etc.; and 
heteroaryl (including the heteroaryl portion of 

heteroarylalkyl)-represents aromatic heterocyclic 
groups having at least one O, S and/or N interrupting 
the carbocyclic structure and having a sufficient num 
ber of delocalized pielectrons to provide aromatic char 
acter, with the aromatic heterocyclic groups preferably 
containing from 2 to 14 carbon atoms, e.g., 2-, 3- or 
4-pyridyl, 2- or 3-furyl, 2- or 3-thienyl, 2-, 4- or 5-thiazo 
lyl, 1-, 2- or 4-imidazolyl, 2-, 4-, 5- or 6-pyrimidinyl, 2 
or 3-pyrazinyl, 3- or 4-pyridazinyl, 3-, 5- or 6-1-, 2-, 
4-triazinyl), 2-, 3-, 4-, 5-, 6- or 7-benzofuranyl, 2-, 3-, 4-, 
5-, 6- or 7-indolyl, 1-, 3-, 4- or 5-pyrazolyl, 2-, 4- or 
5-oxazolyl, etc., with all available substitutable carbon 
or nitrogen atoms thereof being intended as a possible 
point of attachment to the benzazepine ring system. 

In a preferred embodiment of the invention, R repre 
sents -XR6, -CHR7R8, cycloalkyl or cycloalkenyl, 
wherein R represents -H, phenyl, substituted phenyl, 
aralkyl, alkyl, haloalkyl or alkoxyalkyl, X represents 
-O- or -S-, R7 represents H or alkyl, and R repre 
sents cycloalkyl, cycloalkenyl, haloalkyl or alkoxyal 
kyl. Especially preferred values of R are cycloalkyl 
and cycloalkenyl, in particular cyclohexyl and cyclo 
hexenyl. Where R1 is XR6, preferred values for R6 are 
alkyl, in particular methyl and ethyl and cycloalkyl, in 
particular cyclohexyl, and preferred values for X are 
-O- and -S-. 

In a further preferred embodiment of the invention, 
R represents 
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-(CH2) R9 

CeC s 

N 

wherein m is 1 and R9 is hydrogen or alkyl. In another 
further preferred embodiment of the invention R is 
1-pyrrolyl. 
For R2, a preferred value is -H and for R3 a pre 

ferred value is -CH3. R is preferably halogen, in par 
ticular chloro, and R is preferably -OH,-CO-R' or 
-OC(R7)2OCOR13 where R9 represents alkyl, alkoxy 
or alkoxyalkyl, R7 represents hydrogen and R repre 
sents alkyl. 

Preferred compounds of the general formula I in 
clude: 
8-chloro-5-methoxy-3-methyl-2,3,4,5-tetrahydro-1H-3- 

benzazepine-7-ol, 
8-chloro-5-ethoxy-3-methyl-2,3,4,5-tetrahydro-1H-3- 

benzazepine-7-ol, 
8-chloro-5-ethylthio-3-methyl-2,3,4,5-tetrahydro-1H-3- 

benzazepine-7-ol, 
8-chloro-3-methyl-5-phenoxy-2,3,4,5-tetrahydro-1H-3- 

benzazepin-7-ol, 
8-chloro-3-methyl-5-phenylthio-2,3,4,5-tetrahydro-1H 

3-benzazepin-7-ol, 
7-chloro-8-dimethylcarbamoyl-1-ethoxy-methyl 

2,3,4,5-tetrahydro-1H-3-benzazepine, 
8-chloro-3-methyl-5-(1-piperidinyl)-2,3,4,5-tetrahydro 

1H-3-benzazepine-7-ol, 
8-chloro-5-cyclohexyl-3-methyl-2,3,4,5-tetrahydro-1H 

3-benzazepine-7-ol, - 
8-chloro-5-cyclohexyloxy-3-methyl-2,3,4,5-tetrahydro 

1H-3-benzazepine-7-ol, 
8-chloro-5-(N,N-dimethylaminopropyl)-3-methyl 

2,3,4,5-tetrahydro-1H-3-benzazepine-7-ol, 
8-chloro-5-(2-cyclohexenyl)-3-methyl-2,3,4,5-tetrahy 

dro-1H-3-benzazepine-7-ol, 
8-chloro-5-allyl-3-methyl-2,3,4,5-tetrahydro-1H-3-ben 

zazepine-7-ol, 
8-chloro-5-(2,2,2-trifluoroethoxy)-3-methyl-2,3,4,5-tet 

rahydro-1H-3-benzazepine-7-ol, 
8-chloro-5-benzyloxy-3-methyl-2,3,4,5-tetrahydro-1H 

3-benzazepine-7-ol, 
8-chloro-5-(phenethyloxy)-3-methyl-2,3,4,5-tetrahydro 

1H-3-benzazepine-7-ol, 
8-chloro-5-(1-pyrrolyl)-3-methyl-2,3,4,5-tetrahydro 

1H-3-benzazepine-7-ol, 
8-chloro-7-hydroxy-3-methyl-2,3,4,5-tetrahydros 

piro1H-3-benzazepine-5,5'-cyclopentane), 
8-chloro-7-(ethoxy-formyloxy)-5-cyclohexyl-3-methyl 

2,3,4,5-tetrahydro-1H-3-benzazepine, 
8-chloro-7-(isopropyl-formyloxy)-5-allyl-3-methyl 

2,3,4,5-tetrahydro-1H-3-benzazepine, 
8-chloro-7-(methoxy-acetoxy)-5-allyl-3-methyl-2,3,4,5- 

tetrahydro-1H-3-benzazepine, 
8-chloro-7-acetoxy-5-(3-methyl-2-butenyl)-3-methyl 

2,3,4,5-tetrahydro-1H-3-benzazepine, 
8-chloro-7-(t-butyryloxy-methoxy)-5-allyl-3-methyl 

2,3,4,5-tetrahydro-1H-3-benzazepine, 
and the pharmaceutically acceptable salts of the fore 

going. 
In another of its aspects, the present invention pro 

vides a process for the preparation of a compound of the 
formula I which process comprises a process selected 
from the following processes A to E: 
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A: reduction of a carbonyl compound of the general 
formula: 

R4 a's 5 

N.R3a 

R5 
N 

Rl R2 10 

B: reduction of an ester of the general formula: 

R4 

N.COOR13 

Rs 

R1 R2 

C: reduction at the double bond of a salt of the gen 
eral formula: 

R4 
-- 
N.R3 

R5 A. L3e 

R1 R2 

D: intramolecular condensation of a compound of the 
general formula: 

R4 CH2-CH2 
N 

D N.R3a, and 
N / 

R5a CH-CH 
/ 

R1 

with elimination of HD and formation of the aze 
pine ring, 

E: reduction at the olefinic double bond of a com 
pound of the general formula: 

15 

25 

30 

35 

45 

50 
R4 

55 
Z 

wherein in the foregoing formulae the dotted line 
in the azepine ring represents a faculative double 
bond, R, R2, R3, R4 and R13 are as defined for 
formula I, R3a is R3 or COOR13, R5a is R5 as defined 
for formula I or is alkoxy, L3 is an anion, preferably 
an anion derived from a halo acid or a sulfonic acid, 
D is a reactive group capable of being eliminated as 
DH with formation of the azepine ring, and Z is R 65 
or R2, 

said process being followed if desired by one or more of 
the following faculative steps: 

6 
(i) removal of any protecting group present at the 

nitrogen atom, 
(ii) alkylation at the nitrogen atom wherein R3 is 
hydrogen to introduce R3 representing alkyl, ally 
or cyclopropyl, 

(iii) etherification or thioetherification of R1 wherein 
R1 is -OH and R2 is -H to give a corresponding 
ether or thiol, 

(iv) esterification of Rs wherein R5 is -OH, 
(v) halogenation of R' where R is -H, 
(vi) hydroxymethylation of R' wherein R is -H, 

followed by reduction of the so-introduced hy 
droxymethyl group to methyl, 

and before or after said faculative step or steps, dealkyl 
ation of R5a where R5a is alkoxy, 
the so-obtained compound of the formula I being iso 
lated in free form or in the form of a pharmaceutically 
acceptable sait. 
The present invention also includes intermediates 

useful in the preparation of the compounds of formula I, 
i.e., intermediates of formula II 

I 

N 
O 

Q 

wherein R3a represents R3 as defined above or 
-COOR1 wherein R1 is alkyl, aryl, aralkyl or haloal 
kyl; R4 is as defined above; R5a represents R5 as defined 
above or alkoxy; and Q represents H, halo or -SO2R" 
wherein R' is CH3, CF3, phenyl or tolyl with the pro 
viso that R3a can not be hydrogen or alkyl when Q is 
hydrogen, R“is hydrogen, and Rais hydroxy. Q prefer 
ably represents chloro or bromo. A preferred interme 
diate is of the formula IIa 

HO 

Cl 

The compounds of formula I possess analgesic, anti 
cholinergic, antiaggressive and general tranquilizing 
properties. The invention therefore includes pharma 
ceutical compositions comprising a compound of for 
mula I in combination with a pharmaceutically accept 
able carrier and methods for treating mental disorders 
including psychoses, schizophrenia or depression in a 
mammal, or for the control of pain or anxiety in a mam 
mal by administering an effective amount of a com 
pound of formula I to the affected mammals. 

DETAILED DESCRIPTION OF THE 
INVENTION 

Certain compounds of the invention, e.g., where R 
and R2 are different, may exist in isomeric forms. The 
invention contemplates all such isomers both in pure 
form and in admixture, including racemic mixtures. 
Compounds of formula I can exist in unsolvated as 

well as solvated forms, including hydrated forms, e.g., 
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hemihydrate. In general, the solvated forms, with phar 
maceutically acceptable solvents such as water, ethanol 
and the like are equivalent to the unsolvated forms for 
purposes of this invention. 
The compounds of formula I may form pharmaceuti 

cally acceptable salts with organic and inorganic acids. 
Examples of suitable acids for salt formation are hydro 
chloric, sulfuric, phosphoric, acetic, citric, malonic, 
salicylic, malic, fumaric, succinic, ascorbic, maleic, 
methanesulfonic and other mineral and carboxylic acids 
well known to those in the art. The salts are prepared by 
contacting the free base form with a sufficient amount 
of the desired acid to produce a salt in the conventional 
manner. The free base forms may be regenerated by 
treating the salt with a suitable dilute aqueous base 
solution such as dilute aqueous sodium hydroxide, po 
tassium carbonate, ammonia and sodium bicarbonate. 
The free base forms differ from their respective salt 
forms somewhat in certain physical properties, such as 
solubility in polar solvents, but the salts are otherwise 
equivalent to their respective free base forms for pur 
poses of the invention. 
The compounds of formula I above may be prepared 

of the methods A-E described below: 
A. A compound of formula III may be reacted with a 

suitable reducing agent to reduce the carbonyl oxygen: 

-D3 reducing G 
N-R agent I 

III 

Suitable reducing agents include BH3THf, LiAlH4, 
NaBH4/pyridine, NaAlH2(OCH2CH2OC2H5)2, etc. 
The reaction may be performed at any suitable tempera 
ture, e.g. from about 0° C. to about 120 C., and may be 
performed in an inert solvent such as THF, ether, etc. 
The compounds of formula III may be prepared by 

the processes described below: 
For example, a compound of formula IV below may 

be reacted with a compound of formula V to form a 
compound of formula VI: 

CRR2COOH - 

IV 

HNR3-CH2CH(OR12) - G 
V 
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8 
-continued 

OR 
N 
CH 

/ N 
OR 12 CH2 

N 
N-R3 

R4 / 
CO 

Rs / 
CRR2 

VI 

wherein R12 is an alkyl group such methyl or ethyl. This 
reaction may be performed at any suitable temperature, 
e.g., from about O' C. to about 50° C. Usually an inert 
solvent such as DMF, CH2Cl2, etc., is employed but the 
reaction may also be run neat. The reaction is run in the 
presence of coupling agents or dehydration agents such 
S dicyclohexylcarbodiimide, N-ethyl-N'-(dime 
thylamino)ethylcarbodiimide, etc. 

Alternatively, the compounds of formula VI can be 
made by reacting the compounds of formula IV with, 
for example, SOCl2 or (COC) to yield the acid chlo 
ride of formula IV a 

CRR2COCl 

Va 

which is then reacted with a compound of formula V. 
In this reaction, there is no need for a coupling agent. 
Compounds of formula IV are either known or may 

be prepared by techniques conventional in the art. The 
acetals of formula V are likewise known or easily pre 
pared by conventional techniques. See U.S. Pat. No. 
4490,369. 
The acetal of formula VI is reacted with a strong acid 

such as CF3SO3H, HCl, etc. to produce a compound of 
formula VII: 

VII 

This reaction may be run neat, i.e., with the acid as the 
solvent, or in the presence of a solvent such as acetic 
acid. Any suitable temperature may be employed, e.g., 
from about O' C. to about 50 C. 
The compounds of formula VII are then reduced to a 

compound of formula III by employing a suitable hy 
drogenation agent which will reduce the olefinic bond 
of formula VII without reducing the carbonyl thereof, 
e.g., H2/PtO2, H2/Pd-C, etc.: 
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R4 
VI hydritains G N-R3 

R5 

N 
O 

R R2 

II 

Alternatively, the compounds Of formula III may be 
prepared by a sequence of steps starting with reacting a 
compound of formula IVb with a compound of formula 
V to produce a compound of formula VIa, which is 
then reacted with a strong acid and then a reducing 
agent to form a compounds of formulas VIIa and VIII, 
as shown below: 

5 

10 

15 

20 

25 

R4 
R5 + V - G 

CHCOOH 

IVb 

OR 12 
N 
CH 

4. Y 
R4 OR SH: 

- R3-strons G 
R5 R acid 

CH-CO 

VI 

N 
R4 N-R3 hydrogenating G 
R5 agent 

N 
O 

Via 

R4 
5 N-R3 

R 

So 
VI 

wherein R2 is as defined above. 
These reactions may be performed under the conditions 
described above for the respective reaction. 
The compound of formula VIII is reacted with a 

halogenating agent such as SO2Y2, e.g., SO2Cl2, 
So2Br2, etc., to produce a compound of formula IX: 

R4 
VIII halling G N-R3 

R5 

N 
O 

Y 
IX 
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10 
This reaction may be run at any suitable temperature 
and is usually performed in an inert solvent such as 
CH2Cl2, CHC3, etc. 
The Y group in the compound of formula IX can be 

hydrolyzed to an OH group which may then be reacted 
with an appropriate sulfonyl halide or anhydride (such 
as tolylsulfonyl chloride or methanesulfonyl chloride) 
to provide other intermediates of formula II above. 
The compound of formula IX or the sulfonyl deriva 

tives thereof as described in the preceding paragraph 
may be reacted with a suitable nucleophile (nu) wherein 
Y is displaced to prepare a co-pound of formula X: 

R4 
IX -- nu-G) 5 N-R3 

R 

N 
O 

R 
X 

The nucleophile is the precursor of the group R and 
can be, for example, an alkanol, primary or secondary 
amine, a thiol, sodioethylmalonate, cyanide, etc. 

If it is desired that R2 be other than hydrogen, the 
compound of formula X may be reacted with a suitable 
halogenating agent as described above to form a com 
pound of formula XI: 

hal R4 X allogenating G N-R3 
agent Rs 

N 
O 

Rl Y 
XI 

The compound of formula XI is then reacted with a 
nucleophile (nu) which is the precursor of the group R2 
to displace the group Y and produce a compound of 
formula III: 

R4 
XI + nu-G) 

R5 

Rl 

The reaction conditions for these two steps are as de 
scribed above in the preceding paragraph. Also, the 
order of reactions of the nucleophiles may be reversed 
so that the R2 group is added first and the R group 
second. 
As another alternative, the compound of formula 

VIII may be reacted in an electrophilic substitution 
reaction with a compound of the formula RL wherein 
L is a leaving group such as a halogen, e.g., Cl, Br or I, 
or a sulfononyloxy group, e.g., tosyloxy, methanesul 
fonyloxy, etc., to produce a compound of the formula 
X: 
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R4 M+ L N-R3 G Rs RL 5 

N 
O 

VII 

O 

R4 

N 15 
O 

This reaction is run in the presence of a strong base 20 
M-L such as NaH, KH, potassium tertiary butoxide, 
etc. The reaction may be performed at temperatures of 
from about O' C. to about 100 C. may and may be run 
neat or in an inert solvent such as THF, DMF, etc. 

If it is desired that R2 be other hydrogen, a compound 25 
of formula X may be reacted in another electrophilic 
substitution reaction with a compound R2L wherein 
Ll is as described above to produce a compound of 
formula III: 30 

X Me R2Ll 35 

R4 

R5 

N 
O 

R R2 
III 

This second electrophilic substitution is performed 
under basically the same conditions as described in the 
previous paragraph. Again, the order of reaction of the 
RL1 and R2L reactants may be reversed so that the R2 
group is added first and the R group second. 
The compounds of formula VII above may also be 

converted directly to a compound of formula I by em 
ploying a stronger reducing agent which will reduce 
both the olefinic bond and the carbonyl group of the 
compound of formula VII: 

45 

50 

55 
N-R3 reducing GI 

agent 

VII 

Suitable stronger reducing conditions include, for ex 
ample, catalytic hydrogenation under elevated tempera 
ture and pressure, e.g., with Raney nickel at about 25 
to about 100° C. and about 20-100 atmospheres. These 
reductions may be performed in inert solvent such as 
ethanol. 

65 

12 
B. To produce a compound of formula I wherein R 

is CH3, a compound of formula XII may be reduced to 
give a compound of formula XIII: 

R4 
N-COOR reducin 

Rs agent 

R R2 
XII 

R4 
5 N-CH3 
R 

R2 
XIII 

wherein R is an alkyl or aryl group such as methyl, 
ethyl, phenyl, etc. Any suitable reducing agent may be 
employed, e.g., LiAlH4, etc., in a suitable solvent such 
as ether, THF, etc. and at a temperature of from O' C. 
up to reflux temperature of the reaction mixture. 
The compound of formula XII may be prepared by a 

number of different techniques. For example, a com 
pound of XIV may be reacted with a compound of XV 
to produce a compound of XVI: 

R4 CH2CH2NHCH3 

5 + L2CH2CHOR12) - G 
R 

XIV XV 

R4 CH-CH2 

N-CH3 
R5 

OR 12 CH2 
N / 
CH 

of: 
XVI 

In formula XV L2 represents a suitable leaving group 
such as Cl, Br, I, tosyloxy, methanesulfonyloxy, etc. and 
R12 represents alkyl. Any inert solvent such as ether, 
CH2Cl2, CHCl3, etc. may be employed. 
The compound of formula XVI may be cyclized with 

a strong acid such as HCl, CF3SO3H, etc. to produce 
compounds of formulas XVII and XVIII (the com 
pounds XVII also being final compounds of the formula 
I prepared in accordance with Process D of the inven 
tion hereinafter described in greater detail): 

R4 
XVI SEG N-CH3 + acid R5 

XVII 
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-continued 

R4 
N-CHs 

Rs 

XVII 21 

The compound of formula XVII is separated and re 
acted with a compound of formula 

O 

ROCC 

and then with an oxidizing agent such as ceric ammo 
nium nitrate and sodium bromate to produce a com 
pound of formula XIX: 

R4 
(1) RO(COC) G XVII (2) oxidizing R5 NaCOOR 

agent 

O 
XIX 

The carbonyl group on the compound of formula XIX 
may be reduced to a hydroxyl group with a suitable 
reducing agent, for example, NaBH4, to produce a com 
pound of formula XX: -- 

R4 

XIX rege ICC agent R5 

OH 
XX 

To convert a compound of formula XX to a com 
pound of formula XIIa wherein R1 is OR6a, R6a is 
phenyl, substituted phenyl or naphthyl, and R2 is H, the 
compound of formula XX is reacted with a compound 
of formula ROH is the presence of diethylazodicar 
boxylate (DEAD): 

R4 R6aOH 

XX - Exis ICC COOR 
OR6a 

XIIa 

To convert a compound of formula XX to a com 
pound of formula XIIb wherein R2 is H, R is Ria and 
Ria is R1 other than OR6a, a compound of formula XX 
is reacted with a sulfonyl halide such as tosyl chloride 
(TsCl) to form a compound of formula XXI. The com 
pound of formula XXI is then reacted with a suitable 
nucleophile (nu) which is the precursor of the Rld 
group, e.g., HNRR0 such as methyl amine, an alkanol 
such as methanol, ethanol or benzyl alcohol, a thiol 
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14 
such as methanethiol, a cyanide such as NaCN, etc, to 
provide a compound of formula XIIb: 

R4 
XX-TSC se 5 N-cooR --Ge. 

R 

OT 
XXI 

R4 
N-COOR 

Rs 

Rla 
XIIb. 

To convert the compounds of formulas XIIa and 
XIIb to a compound of formula XII wherein R2 is other 
than H, the reactions described in the preceding two 
paragraphs are repeated with a nucleophile suitable to 
provide the desired R2 group. Again, the additions of 
the R and R2 group may be reversed. 

C. A compound of formula XXIIa or XXIIb may be 
reacted with a compound R2L3 or RL3, respectively, 
and then with a suitable hydrogenating agent such as 
NaBH4, in an inert medium such as a lower alcohol and 
at a temperature of from 0° C. up to the reflux tempera 
ture of the reaction mixture, to provide a compound of 
formula I: 

R4 
5 N-R3 or 

R 

21 

R1 
XXIIa 

R4 3 -D3-RL or G 
R5 N-R R2L3 

2 

R2 
XXIIb. 

R4 Le NaB 
5 (BN-R3 - NAB e. I 
R 

2 

R1 R2 

wherein L3 represents a suitable leaving group such as 
an anion derived from a halo acid or sulfonic acid, e.g 
Br, tosyloxy, Cl, etc. 
The compounds of formula XXIIa or XXIIb may be 

prepared by reacting a compound of formula XVIII 
with a suitable electrophilic agent RL3 or R2L3, re 
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spectively, wherein L3 is as defined above. Suitable 
electrophilic agents include, for example, benzyl bro 
mide. This reaction may be run in the presence of a base 
such as potassium carbonate and in the presence in an 
inert solvent such acetonitrile. 
By another process, Process E, where it is desired to 

produce a compound of formula XXIIIa or XXIIIb 

XXIIIa 

R4 
N-R3 

R5 

Rl 

Ot 

XXIIIb. 

R4 
N-R3 

Rs 

R2 

the olefinic double-bonds of the compounds of formula 
XXIIa and XXIIb may be saturated by techniques con 
ventional in the art, for example, by treatment with 
sodium borohydride in the presence of a carboxylic 
acid, e.g., acetic acid in an inert medium at a tempera 
ture of from 0' C. up to the reflux temperature of the 
reaction mixture. 
D. The compounds of the general formula I may also 

be prepared by intramolecular condensation of a com 
pound of the general formula 

R4 CH2-CH2 XVI 

D N.R3; 
N / 

R5 CH-CH2 
/ 

R 

where D is a reactive group capable of being eliminated 
as DH with formation of the azepine ring. Typically D 
may be hydroxy, a substituted hydroxy group, in partic 
ular alkoxy, a halogen such as chlorine or bromine or a 
sulfonic acid ester such as -O-tosyl or an -O-mesyl 
group. Condensation may suitably be effected by treat 
ing the compound of the general formula XVI" with a 
strong acid such as HCl, CF3SO3H in an inert medium 
at a temperature of from O' C. up to the reflux tempera 
ture of the reaction mixture and then isolating the de 
sired compound of the formula I. 
As a finishing step, a compound of formula XXIV 

may be reacted with a compound of formula XXV to 
produce a compound of formula I: 

3 4 N-H - RLXXV) e I 
XXIV R5 

Rl R2 

wherein L is a leaving group such as Br, tosyloxy, Cl, 
etc. The compounds of formula XXIV above may be 

O 
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16 
prepared, for example, by treating a compound of for 
mula XII with hydrolyzing agent such as a base, e.g., 
aqueous or alcoholic KOH or NaOH. 

In the above processes A-E, it is sometimes desirable 
and/or necessary to protect certain R, R2, R3, R and 
R groups during the reactions. Conventional protect 
ing groups are operable. For example, the groups listed 
in column 1 of the following table may be protected as 
indicated in column 2 of the table: 

1. Group to 
be Protected 2. Protected Group 
a-COOH -COOalkyl, -COObenzyl, -COOphenyl 

N N N 
NH N-CO2alkyl, N-CObenzyl, 

/ / 

Y CO2CHCCl Tuu2uri2. 3 
/ 

O O 
N N / N / 
CO C C 

/ y M \, / V 
O O 

a-OH 

-O , -OCH 

O 

-NH2 O -- 
W 

-N 

M 
O 

Of course, other protecting groups well known in the 
art may be used. After the reaction or reactions, the 
protecting groups may be removed by standard proce 
dures, 

Also, R1, R2, R3, and R4 and Rs groups in formula I 
may be varied by appropriate selection of starting mate 
rials from which the compounds are synthesized or by 
reacting a compound of formula I with a suitable rea 
gent to effect the desired conversion of the substituent 
to another R, R2, R3, R' or R group. 
The utility of the compounds of formula I may be 

demonstrated by test procedures designed to indicate 
their anti-psychotic and anti-depressive activity. 
CONDITIONEDAVOIDANCE SUPPRESSION IN 

RATS 

Clinically active antipsychotic drugs are known to 
depress discrete trial avoidance behavior at doses that 
do not retard escape response (Ann. N. Y. Acad. Sci. 
66, 740 (1957)}. A series of experiments was carried out 
to assess the ability of the compounds of this invention 
to suppress the conditioned avoidance response (CAR) 
in rats. 

Materials and Methods 
Rats were required to jump onto a platform located 

6.75 inches (17.15 cm) above the grid floor of an experi 
mental chamber in response to a 5-second tone to avoid 
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a 10-second foot shock (0.6 ma). Each experimental 
session consisted of 20 such trials presented at 30-second 
intervals. A correct CAR is scored whenever the rat 
jumps onto the platform during the tone (prior to foot 
shock). An escape response is scored when the rat 
jumps onto the platform during a shock. A response 
failure is defined as the lack of an escape response dur 
ing the 10-second shock period. 
Groups of 6-8 rats were trained in two consecutive 

days (total of 40 trials). Rats that reached criterion on 
day 2 (correct CARs on 16 or more of the 20 trials) 
were treated with either a test drug or vehicle on day 3. 
Suppression of CAR was analyzed statistically using 
Student's t-test comparing the performances of drug 
treated to vehicle-treated rats. The minimal effective 
dose (MED) for each drug is defined as the lowest dose 
tested that significantly (P<0.05) reduced avoidance 
responding. 

Results 
Representative compounds of the invention when 

tested by the above procedure manifested a dose-related 
specific blockade of conditioned avoidance response as 
set forth in Table 1 below: 

O 

15 

20 

18 
(1984) in which the binding of the benzazepine (R)-(+)- 
8-chloro-2,3,4,5-tetrahydro-3-methyl-5-phenyl-1H-3- 
benzazepin-7-ol hemimaieate (SCH 23390) to the dopa 
mine D-1 receptor is characterized. 

Materials and Methods 
Tritiated SCH 23390 and tritiated spiperone (a potent 

D-2 ligand) were obtained as described in the Billard et 
al. reference supra and serially diluted in 0.05 M Tris 
buffer, pH 7.4, as required. A compound of the inven 
tion is diluted in 0.05M Tris buffer, pH 7.4, as required. 

Tissue Preparation 
Male Sprague-Dawley rats (200 to 250 g) from 

Charles River Breeding Laboratories, Mass. were used 
to obtain brain tissue. The rats were humanely sacri 
ficed and their brains removed and placed on ice. Stria 
tal tissue was excised, pooled, and homogenized (Brink 
man Polytron, 10 sec) in 100 volumes (w/v) of ice cold 
50 mM Tris buffer, pH 7.4 (at 25° C). The homogenate 
was centrifuged at 20,000Xg for 10 min. The resultant 
pellet was rehomogenized in Tris buffer and centrifuged 
again. The final pellet was resuspended in 50 mM Tris 
buffer pH 7.4 containing 120 mM NaCl, 5 mM KCl, 2 
mM CaCl2, and 1 mM MgCl2. 

TABLE 

C 
N-R3 

R5 

Compound R R2 Rat CAR 
No. R5 R1 R2 R (mg/kg) Sc (mg/kg) po 
l HO- -OCH3 -H -CH3 1 >30 

HO- -OCHs -H -CH3 l >30 
3 HOar -SC2H5 s-H as H <10 
4. HO- -OPh -H -CH3 O 
5 HOas -SPh -H -CH3 >30 >30 
6 HO 1-piperidinyl -H -CH3 3 30 
7 HO 1-imidazolyl -H -CH3 > 10 >30 
8 HO cyclohexyl -H -CH3 s 30 
9 HO OCH2CF -H -CH >30 
O HO OCH2C6H5 -H -CH3 3 >30 

HO O(CH2)2Ph -H -CH3 1 >30 
2 HO cyclopenty -H -CH3 1 >30 
3 HO 1-pyrrolyl -H -CH3 0.3 >30 
4. HO allyl -H -CH3 0.1 >30 
5 HO -(CH2)4- -CH3 >30 
6 EtOCO2 cyclohexyl -H -CH3 <3 >30 
7 i-ProcO2 ally -H -CH3 0.3 >30 
18 MeOCH2CO2 allyl -H -CH3 <0.3 100 
9 CH3CO2 3,3-dive-2- -H -CH3 k1 >30 

allyl 
20 POM allyl -H -CH3 0.1 >30 

Ph a phenyl 
tPOM as t-Buicoo.cHO 

COMPETITIVE INHIBITION ASSAY 
Many compounds capable of effecting reproducible 

physiological changes in neural tissues are believed to 
operate by binding at one or more receptor sites. Com 
pounds which interact strongly with these receptor sites 
in in vitro tests, using homogenates of the target organ 
or structure, are expected to exhibit similar properties 
when administered in vivo and are, therefore, candi 
dates for continued study as potential therapeutic and 
vor diagnostic agents. 

Binding of a compound to a receptor site, in vitro, is 
demonstrated by the specificity of binding and the satu 
rability of the available sites. A methodology for char 
acterization of binding and an interpretation of the data 
are described by Billard et al., Life Sciences 35, 1885 

55 

65 

Assay 
Polypropylene incubation tubes received 100 ul of 

the individual test compounds at various concentrations 
dissolved or suspended in 0.05 M Tris, pH 7.4 contain 
ing 4 mg/ml methylcellulose, 100 ul of a solution of 
3H-SCH 23390 in Tris buffer (final reaction mixture 
concentration=0.3 nM) or 100 ul of a solution of 3H 
spiperone in Tris buffer (final concentration=0.2 nM) 
and 800 ul of tissue suspension (ca. 3 mg/assay). Tubes 
were incubated at 37 C. for 15 minutes and rapidly 
vacuum filtered through Whatman GF/B filters and 
rinsed 4 times with 4 ml of ice cold 50 mM Tris buffer, 
pH 7.4. The filters were transferred to scintillation vials, 
equilibated with 10 ml of scintillant (Scintosol, Isolab, 
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Inc.) for 16 hours at 25 C. and the radioactivity deter 
mined in a liquid scintillation counter. Ki values were 
determined as described by Billard et al. using the rela 
tionship Ki=IC50/(1+(L)/KD)) wherein IC50=con 
centration of test drug necessary to displace 50% of 
specifically bound 3H-Sch 23390, L) = concentration of 
radioligand used in the assay, and KD= dissociation 
constant. 

Results 

5 

20 
30 mg/kg. Thirty minutes later, the degree of ptosis is 
evaluated. Percent blockade of each treated group is 
used to determine ED50's, defined as that dose which 
prevents ptosis in 50% of mice. ED50's and 95% confi 
dence limits are calculated by probit analysis. 

Effects on Muricidal Behavior in Rats 
Blockade of muricidal (mouse-killing) behavior in 

rats is used as a measure of evaluating the antidepressant 
activity of drugs (Int. J. Neuro-pharmacol., 5, 405-11 

The inhibition constants (K) determined from the 10 (1966)). 
assays for compounds of the invention are as shown in 
Table 2 below. 

Methods and Materials 
Groups of 5 rats are administered test drug in 

TABLE 2 

C 
N-R3 

Rs 

R R2 Ki (nm) vs. 
R R3 Rl R2 3H-SCH 23390 3H-spiperone 
HO- -CHs -OCH3 -H 54 5600 
HO- -CH3 -OC2H5 -H 34 7720 
HO- -CHs -SCHs -H 33 2612 
HO- -H -SCH5 -H 380 6500 
HO- -CH3 =CHPh m 73 705 
HO- -CH3 -OPh." -H 83 610 
HO- -CH3 -SPh -H 33 402 
HO- -CHs 1-piperidinyl -H 64 7500 
HO- -CH3 cyclohexyl -H 10 570 
HO- -CH3 -(CH2)5N(CH3)2 -H 1100 100,000 
HO- -CH3 cyclohexyloxy -H 38 10,100 
HO- -CH3 2-cyclohexenyl -H 1.1 35 
HO- -CH3 OCH2CFs -H 59 14,900 
HO- -CH3 OCH2C6H5 -H 30 2300 
HO- -CH3 O(CH2)2Ph -H 8 020 
HO- -CH3 cyclopentyl -H 21 1538 
HO- -CH3 1-pyrrolyl -H 11 16, 100 
HO- -CH3 allyl -H 6 70 
HO- -CH3 -(CH2)4- 19 860 
EtOCO -CH3 cyclohexyl -H 133 3334 
i-ProO -CH3 allyl -H 84 3447 
MeOCH2CO, -CH3 ally) -H 10.3 566 
CH3CO2 -CH3 3,3-diMe-2- mH 7 955 

allyl 
POMt. -CH3 allyl -H 240 2620 
Ph = phenyi 
POM = 1-Bu.COO.CHO 

The comparatively small Ki values of these com 
pounds in the competitive binding assay with SCH 
23390 indicate that the compounds of formula I bind 
strongly to the D-1 receptor site. The relatively high Ki 
values for the D-2 site, for which spiperone is highly 
selective, indicates that the compounds are not specifi 
cally bound to that receptor site. 
The antidepressive method of the invention is identi 

fied, for example, by test procedures which measure a 
compound's effect on tetrabenazine (TBZ)-induced 
ptosis in mice or which measure a compound's effect on 
muricide activity in rats as discussed below. 

ANTDEPRESSANT POTENTIAL 

Effects on Tetrabenazine (TBZ)-Induced Ptosis in 
Mice 

Clinically active antidepressant drugs are known to 
block TBZ-induced ptosis in mice (Psychosomatic 
Medicine, Nodine and Moyer, Eds., Lea and Febiger, 
Philadelphia, 1962, pp 683–90). Activity in this test is 
used to predict anti-depressant activity in man. 
Methods and Materials 
Groups of 5 mice are administered test drugs fol 

lowed 30 minutes later by ip injection of tetrabenazine, 

45 

50 

55 

60 

65 

traperitonially and are tested 30 and 60 minutes later for 
presence of muricidal behavior. Percent blockade of 
each treated group using data obtained at both these 
time points is calculated and dose-response data are 
used to determine each ED50. ED50 is defined as that 
dose which blocks muricide behavior in 50% of treated 
rats and is calculated using probit analysis. 
The analgesic effect of the compounds of formula I 

and the method for providing analgesia may be exempli 
fied by the Acetic Acid Writing Test in Mice described 
below. 

Acetic Acid Writhing Test in Mice 
The blockade of writhing induced by the intraperito 

neal injection of acetic acid is an established experimen 
tal animal model for the screening of antinociceptive 
drugs (drugs which prevent the appreciation or trans 
mission of pain sensations). See Hendershot et al., J. 
Pharmacol. Exp. Therap. 125:237, (1959) and Koster et 
al., Fed. Proc. 18:412, (1959). 
Methods and Materials 
Compounds to be tested are dissolved or suspended in 

aqueous 0.4% methylcellulose vehicle. For oral admin 
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istration, dosages are prepared for delivery of the se 
lected weight of compound in a total volume of 20 
mg/kg of body weight. For subcutaneous or intraperi 
toneal administration, dosages are prepared for delivery 
of the selected weight of compound in a volume of 10 5 
ml/kg of body weight. 
The test procedure is that described by Hendershot et 

al., supra, except that acetic acid is substituted for phe 
nylquinone. Groups of five male CF1 mice (20–26 g) 
are dosed orally with test drug and injected 15 minutes 10 
later with 0.6% aqueous acetic acid (10 mg/kg). The 
mice are placed in a large observation beaker and the 
number of writhes for each animal is counted during a 
10 minute interval starting 3 minutes after injection of 
acetic acid. A writhe is defined as a sequence of arching 15 
of the back, pelvic rotation and hindlimb extension. 
Initial screening is performed using a dosage of 30 
mg/kg. If this dose affords 50% or greater reduction in 
the number of writhes compared to the control, the 
animal is considered to be protected, a dose response 20 
curve is developed using a logarithmic sequence of 
lower doses and an ED50 is determined by interpolation. 

Regarding toxicity, the compounds of this invention 
are non-toxic at the therapeutic dose. 

For preparing pharmaceutical compositions from the 25 
compounds of formula I, inert, pharmaceutically ac 
ceptable carriers are admixed with the active com 
pounds. The pharmaceutically acceptable carriers may 
be either solid or liquid. Solid form preparations include 
powders, tablets, dispersible granules, capsules, cachets 30 
and suppositories. A solid carrier can be one or more 
substances which may also act as diluents, flavoring 
agents, solubilizers, lubricants, suspending agents, bind 
ers or tablet disintegrating agents; it may also be an 
encapsulating material. In powders, the carrier is a 35 
finely divided solid which is in admixture with the 
finely divided active compound. In the tablet, the active 
compound is mixed with a carrier having the necessary 
binding properties in suitable proportions and com 
pacted in the shape and size desired. The powders and 40 
tablets typically contain from 5 to about 70% of the 
active ingredient dependent upon the potency of the 
active compound, the size and age of the intended user, 
and the range of dosage required for the specific ther 
apy. Suitable solid carriers are magnesium carbonate, 45 
magnesium stearate, talc, sugar, lactose, pectin, dextrin, 
starch, gelatin, tragacanth, methylcellulose, sodium 
carboxymethylcellulose, a low melting wax, cocoa but 
ter and other materials typically used in the pharmaceu 
tical industries. The term "preparation' is intended to 50 
include the formulation of the active compound with 
encapsulating material as carrier, providing a capsule in 
which the active component (with or without other 
carriers) is surrounded by a carrier, which is thus in 
association with it. Similarly, cachets are included. Tab- 55 
lets, powders, cachets and capsules can be used as solid 
dosage forms suitable for oral administration. 

For preparing suppositories, a low melting wax such 
as a mixture of fatty acid glycerides or cocoa butter is 
first melted and the active ingredient is dispersed homo- 60 
geneously therein as by stirring. The molten homogene 
ous mixture is then poured into convenient sized molds, 
allowed to cool and thereby solidify. 

Liquid form preparations include solutions, suspen 
sions and emulsions. As an example may be mentioned 65 
water or water-propylene glycol solutions for paren 
teral injection. Liquid preparations can also be formu 
lated in solution in aqueous polyethylene glycol solu 

22 
tion. Aqueous solutions suitable for oral use can be 
prepared by adding the active component in water and 
adding suitable colorants, flavors, stabilizing, sweeten 
ing, solubilizing and thickening agents as desired. Aque 
ous suspensions suitable for oral use can be made by 
dispersing the finely divided active component in water 
with viscous material, i.e., natural or synthetic gums, 
resins, methylcellulose, sodium carboxymethylcellulose 
and other well-known suspending agents. 
Also included are solid form preparations which are 

intended to be converted, shortly before use, to liquid 
form preparations for either oral or parenteral adminis 
tration. Such liquid forms include solutions, suspensions 
and emulsions. These particular solid form preparations 
are most conveniently provided in unit dose form and as 
such are used to provide a single liquid dosage unit. 
Alternatively, sufficient solid may be provided so that 
after conversion to liquid form, multiple individual 
liquid doses may be obtained by measuring predeter 
mined volumes of the liquid form preparation as with a 
syringe, teaspoon or other volumetric container. The 
solid form preparations intended to be converted to 
liquid form may contain, in addition to the active mate 
rial, flavorants, colorants, stabilizers, buffers, artificial 
and natural sweetners, dispersants, thickeners, solubiliz 
ing agents and the like. The solvent utilized for prepar 
ing the liquid form preparation may be water, isotonic 
aqueous salt solutions, ethanol, glycerine, propylene 
glycol and the like, as well as mixtures thereof. The 
solvent utilized will be chosen with regard to the route 
of administration. For example, liquid preparations con 
taining large amounts of ethanol are not generally suit 
able for parenteral use. 
The invention also contemplates alternative delivery 

systems including, but not necessarily limited to, trans 
dermal delivery. The transdermal compositions can 
take the form of creams, lotions and/or emulsions and 
can be included in a transdermal patch of the matrix or 
reservoir type as are conventional in the art for this 
purpose. 

Preferably, the pharmaceutical preparation is in unit 
dosage form. In such form, the preparation is subdi 
vided into unit doses containing appropriate quantities 
of the active components. The unit dosage form can be 
a packaged preparation, the package containing dis 
crete quantities of preparation such as packeted tablets, 
capsules and powders in vials or ampules. The unit 
dosage form can also be a capsule, cachet or tablet itself, 
or it may be the appropriate number of any of these in 
a packaged form. 
The quantity of active compound in a unit dose prep 

aration may be varied or adjusted from 1 mg to 100 mg 
according to the particular application and the potency 
of the active ingredient and the intended treatment. A 
dose of about 0.02 to about 2.0 mg/kg, preferably about 
0.02 to about 0.2 mg/kg, may be employed and may be 
divided over 1 to 3 administrations per day. The compo 
sition may, if desired, also contain other therapeutic 
agents. 
The dosages may be varied depending on the require 

ment of the patient, the severity of the condition being 
treating and the particular compound being employed. 
Determination of the proper dosage for a particular 
situation is within the skill of those in the medical art. 
For convenience, the total daily dosage may be divided 
and administered in portions throughout the day or by 
means providing continuous delivery, 
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The invention disclosed herein is exemplified by the 
following examples which should not be construed to 
limit the scope of the disclosure. Alternative mechanis 
tic pathways and analogous structures within the scope 
of applicants' invention may be apparent to those skilled 
in the art, 

PREPARATIVE EXAMPLE 1 

- GAG) 
CH3O K2CO3 

Cl CH2CH2 

N-CH3 
CHO N 

OC2H5 CH2 
N / 
CH 

A mixture of 30.0 g of the compound of formula A 
above, 32.8g of bromoacetaldehyde diethylacetal, 50g 
of anhydrous K2CO3 and 150 dimethylformamide 
(DMF) were stirred and heated under nitrogen to 120 
C. After two hours, the solution was filtered, and the 
filtrate poured into water. The mixture was extracted 
twice with 200 ml of ether, the combined ether layers 
washed with brine, dried and concentrated to a oil 
(38.41 g). Thin layer chromatogrpahy showed the com 
pound of formula B above as the only major product, 
R-0.73 developed with CHCl3/CH3OH/N- 
H4OH-1000:40:3. 

EXAMPLE 1. 

Step A 

C 
B -- CH3SO3H - G N-CH3 

CHO 

C 
OC2H5 

The compound of formula B (3.4 g) prepared as de 
scribed in Preparative Example 1 was mixed at ice-bath 
temperature with 10 ml of methanesulfonic acid, and 
the resulting solution then heated to 70° C. After two 
hours, the resulting mixture was poured into cold excess 
saturated NaHC3 solution. The mixture was extracted 
with ether. The extracts were washed with brine, dried 
and concentrated to an oil (2.7 g). The product was 
dissolved in ether and treated with a slight excess of 
ethereal HC. A yellow gum separated and crystallized. 
Filtration of the solid and recrystallization from 2-buta 
none gave the compound of formula C above as a hy 
drochloride salt, m.p. 195-197 C. 
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Step B 

Cl 
C + NaSC2H5 - G) N-CH3 

HO 

D 

The compound of formula C (750 mg) prepared in 
Example 1A in 20 ml of dimethylformamide was added 
dropwise to a solution prepared from 60% sodium hy 
dride in mineral oil (490 mg) and ethanethiol (0.9 ml) in 
20 ml of dimethylformamide. The resulting mixture was 
heated at 130' C. for ten hours, poured into water, and 
extracted with ether. The aqueous layer was then acidi 
fied to pH 1 with HCl and extracted again with ether, 
The aqueous layer was rebasified with solid NaHCO3 
and the precipitated oil extracted with ethyl acetate. 
The extract was washed with brine, dried over anhy 
drous MgSO, and concentrated to an oil, which was 
dissolved in ether and treated with ethereal HC. The 
precipitated salt was separated by decantation, and 
recrystallized from acetone to give the compound of 
formula D above as a hydrochloride salt, m.p. 
235-236 C. 
By employing basically the same process as described 

in Example 1, using an appropriate dimethylacetal of 
bromoacetaldehyde, the following 5-alkoxybenzaze 
pine-7-ol was prepared: 

C 
N-CH (m.p. 231'-232 C. 

HO as funnarate) 

OCH3 

PREPARATIVE EXAMPLE 2. 

- Step A. 

C + CCOOC2H5 - G 

C 
N-COOCHs 

CHO 

E 
OC2H5 

A solution of the compound of formula C above (19.5 
g) in 250 ml of benzene was treated at reflux with 20.7 
ml of ethyl chloroformate. The resulting solution was 
heated for three hours at reflux, the solvent then re 
moved in vacuo, and the residue partitioned between 
ether and 5% HCl. The ether layer was separated, 
washed with brine, dried and concentrated to a dark 
gum, which was dissolved in petroleum ether, treated 
with Darco and Florisil and filtered. The filtrate was 
concentrated to a yellow oil (16.9 g). Thin layer 
chromotography showed the compound of formula E 
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above as a single spot, Rf-0.46 (hexane/e- 
thylacetate-2:1). 

Step B 

E + NaBros-Ceristinium e. 

Cl 
N-coochs 0 

CH3O 

F O 
15 

The compound Of formula E above (16.9 g) was 
dissolved in 175 ml of acetonitrile and treated with a 
solution of 8.45 g of sodium bromate and 548 mg of 
ceric ammonium nitrate in 75 ml of water. The two 
phase mixture was stirred at reflux for 24 hours. 
The cooled mixture was diluted with 250 ml of water 

and extracted twice with 250 ml of ether. The ether 
phase was washed with brine, dried and concentrated to 
a gum. Trituration with ether/petroleum ether afforded 
the compound of formula F as prisms (6.0 g), m.p. 25 
134-135 C. 

20 

EXAMPLE 2 

Step A 30 

F + NaBH4 - Ge. - 

Cl 35 
N-COOCHs 

CH3O 

G 
OH 40 

The compound of formula Fabove (1.0 g) (prepared 
as described in Preparative Example 2B and wherein 
R together with R2 represent carbonyl) was suspended 
in 20 ml of absolute ethanol and treated with 140 mg of 45 
sodium borohydride, portionwise, with stirring. The 
mixture was warmed to 40 C. and stirred for 20 min 
utes, after which 10 ml of 5% HCl and about 10 g of ice 
were added. After stirring another 30 minutes, the solid 
product was filtered, and dried to give 930 mg of the 
compound of formula G above, m.p. 143-144 C. 50 

Step B 

C 
G+ NaSC2H5 - G N-H 

HO 

H 

55 

A solution of 0.45 g of the compound of formula G 
above in 10 ml of dry dimethylformamide was added to 
a solution of sodium thioethoxide prepared from 287 mg 
60% NaH/mineral oil and 0.56 ml of ethanethiol in 10 
ml of dimethylformamide. The resulting solution was 
heated at 125 C. overnight. It was then poured into 
water, and extracted with ether. The aqueous phase was 

65 

26 
acidified to pH 1 and rebasified with solid NaHCO3. 
The oily product was extracted with ethyl acetate and 
the solution evaporated to give the compound of for 
mula H above as a crude product (0.4 g). This com 
pound was converted to its hydrochloride by treatment 
of an ethereal solution with a slight excess of ethereal 
HCl, The resulting salt was filtered and dried in vacuo 
to produce a white amorphous solid. 

EXAMPLE 3 

Cl 
N-CH3 

HO H -- CHsi-sie se 

The compound of formula H (0.4 g), prepared as 
described in Example 2, was dissolved in 5 ml of di 
methylformamide, 0.2 ml of triethylamine added, fol 
lowed by 0.093 ml of methyliodide. The resulting mix 
ture was allowed to stand at room temperature over 
night, after which it was poured into water. The mix 
ture was extracted with ethyl acetate, dried and concen 
trated to an oil. This material (250mg) was chromoto 
graphed on 25 g Merck silica gel 60-G, eluting with 
CHC1/CH3OH/NH4OH-1000:50:3. A component, 
TLC homogeneous (R?=0.69, same solvent system), 
was obtained (105 mg) which was dissolved in ether and 
treated with an ethereal solution of 45 mg maleic acid. 
The precipitated solid was filtered and dried in vacuo to 
give 88 mg of the compound of formula Jabove as the 
maleate salt. 

Analytically calculated for C13H18NOSC). CH4O4: C 
52.64; H 5.72; N 3.61. Found: C, 52.14; H, 5.60; N, 3.46. 
FAB mass spectrum m/e-- 1 =372. 

PREPARATIVE EXAMPLE 4 

triphenyl phosphine G 
diisopropylazo 
dicarboxylate 

G - HO 

OPh 

(wherein Ph = phenyl) 

Triphenylphosphine (0.57g) and phenol (0.21 g) were 
added to a solution of the compound of formula G (0.6 
g), prepared as described in Example 2A, in 30 ml of 
benzene. To this solution was then added another solu 
tion of diisopropylazodicarboxylate (0.433 ml) in 10 ml 
benzene over five minutes. The resulting mixture was 
allowed to stand at room temperature overnight, after 
which it was concentrated to a gum. This product was 
chromotographed on 100 g Merck silica gel 60 G, elut 
ing with ethylacetate/hexane-1:4, to give 0.5g of the 
compound of formula K above as a yellow oil. 
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EXAMPLE 4 TABLE 3-continued 

Product 
Step A 

5 
Cl 

Cl N-CH3 
K+ LiAlH4 - G) N-CH3 HO 

CH3O 

10 Rl 
OPh Phenol R1 = 

L 
Br Br 

The compound of formula Kabove (430mg) in 20 ml 
of ether was added to a suspension of lithium aluminum 15 to a-O 
hydride (53 mg) in 20 ml of ether. The mixture was 
allowed to stir at room temperature for three hours, and 
was then decomposed by treatment with cold 10% 
NaOH solution until all solids dissolved and the phases NO2 NO2 
separated. The aqueous phase was extracted with ethyl 
acetate and the combined organic layers washed with HO mO 
brine, dried and concentrated to an oil (350 mg) which 
solidified on drying overnight in vacuo to provide the 
compound of formula Labove. 25 

C 30 
L + NaSC2H5-Se N-CH3 

HO 
PREPARATIVE EXAMPLE 5 

OPh -- 

(phenylthio)succinimide G 
M 35 G tri-n-butylphosphine 

A solution of the compound of formula L above (350 
mg) in 10 ml of dimethylformamide was added drop 
wise to a solution of sodium thioethoxide prepared from Cl 
132 mg 50% NaH/mineral oil dispersion and 0.408 ml 40 - N-COOCH5 
of ethanethiol in 5 ml of dimethylformamide. The re- CH3O 
sulting mixture was stirred for three hours at 100° C. 
under a nitrogen atmosphere. Solvent was removed in 
vacuo, and the residue partitioned between water and N SPh 
ether to provide the compound of formula M above, 45 
m.p. 166-168 C. - 
By employing in Preparative Example 4 the substi- To a stirred solution of tri-n-butylphosphine (0.485 g, 

tuted phenol listed in the first column of Table 3 below 2.4 mmole in benzene (10 ml) was added solid N 
in place of phenol and basically the same processes as 50 (phenylthio)succinimide (475 mg, 2.4 mmole) in one 
described in Preparative Example 4 and Example 4 portion. The resulting solution was stirred at ambient 
above, the products listed in the second column of 
Table 3 may also be prepared: temperature for five minutes, then the compound of 

TABLE 3 formula G (554 mg, 1.8 mmole), prepared as described 
Product 55 in Example 2A was added all at once. The mixture was 

stirred at ambient for about 12 hours. An additional 0.2 
C ml of tri-n-butylphosphine was added and stirred in an 

N-CH3 additional 2 hours. 
HO 60 The resulting mixture was concentrated to dryness 

and water and ether/hexane 1:1 were added. The or 
Rl ganic phase was washed with brine, dried and concen 

Phenol R = trated to a gum, 0.8 g. The gum was chromotographed 
65 on about 8.0 g Merck silica gel G, eluting with hexane, 

HO Cl -O C then hexane/ethyl acetate 1:4 to yield 0.6 g of the com 
pound of formula Nabove, which was characterized by 
NMR and TLC. (R-0.3 in ethyl acetate/hexane 1:3) 



5,247,080 
29 

EXAMPLE 5 

Step A 

N-CH3 

SPh 

The chromatographed compound of formula N 
above from Preparative Example 5 (0.55g, 1.4 mmole) 
in 20 ml ether was added to an ice-cooled slurry of 70 
mg (1.8 mmole) lithium aluminum hydride in 20 ml of 
ether. The cloudy solution was stirred at ambient tem 
perature for about 50 hours. An additional 40 mg of 
LiAlH4 in ether was added. After 30 minutes TLC 
showed complete reaction. Cold 10% NaOH was added 
until all solids dissolved. The aqueous layer was sepa 
rated and extracted with ethyl acetate. The combined 
organic layers were washed with brine, dried and con 
centrated to provide the compound of formula Pabove 
as a gum, 0.427 g. 

Step B 

C 
P + NaSC2H5-> N-CH3 

HO 

SPh 

Q 

The compound of formula P above (0.42 g, 1.25 
mmole) was added in 5 ml of DMF to a solution of 
sodium thioethoxide (prepared from 100 mg (2.5 
mmole) NaH 60% in oil dispersion and 0.185 ml (2.5 
mmole) ethanethiol in 10 ml DMF) and the clear solu 
tion stirred at 100-110' C. for about 32 hours. An addi 
tional 2.5 mmole of sodium thioethoxide (prepared as 
above) was added and the reaction mixture heated an 
additional 3 hours at which time TLC showed virtually 
complete reaction. 
The mixture was poured into water and extracted 

with hexane. The basic aqueous solution was acidified 
to pH 1 with 5% HCl and re-extracted with hexane, 
The acid phase was basified with solid NaHCO3 and 
extracted with ethyl acetate to yield 400 mg of oily 
product. Upon standing, the material crystallized. The 
solid was recrystallized from ether/petroleum ether to 
yield 170 mg of the compound of formula Q above, m.p. 
58-60. 

PREPARATIVE EXAMPLE 6 

Step A 

(1) SOCl. 
(2) N-methyl- G 

CHCooH aminoacetaldehyde CHO 
3 dimethylacetal 
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30 
-continued 

Step A 
OCH3 
N 
CH 

/ N 
OCH3 SH: 

N-CH3 
/ 

CO 
/ 

CH3O CH2 

S 

85 ml of thionyl chloride was added dropwise to a 
solution of 64.0 g of the acid of formula R above in 100 
ml of thionyl chloride was added dropwise to a solution 
of 64.0 g of the acid of formula R above in ml of dry 
dichloromethane with stirring. The mixture was stirred 
at room temperature for 3 hours longer and then heated 
on a steam bath under gentle refluxing for two hours. 
The low boiling material (solvent and excess SOCl2) 
was distilled off at about 50° C. under vacuum. The 
residue was dried under vacuum at room temperature 
for 2 hours longer. 
The concentrated acid chloride produced was dis 

solved in 120 ml of CH2Cl2 and then added dropwise to 
a stirring solution of 50 ml of N-methylaminoacetaide 
hyde dimethylacetal and 80 ml of triethylamine (50% 
excess) in 350 ml of methylene chloride for 1.5 hours at 
20-25 C. with occassional cooling. The mixture was 
stirred at room temperature for one hour longer. The 
reaction mixture was extracted twice with 500 ml of 
water, dried over MgSO4, filtered and then roto 
evaporated down to dryness to provide about 100 g of 
the compound of formula Sabove as a viscous syrup. 

Step B 

N 

s HCe N-CH3 
CH3O 

N 
T O 

The viscous syrup was added in small portions to 500 
ml of concentrated HCl (previously chilled in an ice 
bath) with cooling and stirring (ice bath). This was 
further diluted with 500 ml of acetic acid. The mixture 
was stirred at room temperature overnight. The reac 
tion mixture was poured into 8 liters of ice and H2O 
with stirring over 30 minutes. A gummy solid was fil 
tered off and washed with water. The filtrate was ex 
tracted with one liter of CH2Cl2 and rotoevaporated 
down to dryness. The residue of the rotoevaporation 
and the wet gummy solid were combined and redis 
solved in 700 ml of ether. The ether was extracted twice 
with 300 ml of water, and the ether solution was dried 
over K2CO3, charcoaled, filtered and then roto 
evaporated down to dryness to provide 68.0 g of a 
viscous syrup which crystallized out upon seeding to 
give the compound of formula T above. 
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Step C 

H2PtCl2 5 
T - SS- N-CH3 

CHO 
N 
O 

U 10 

68.0 g of the material of formula T from Preparative 
Example 6B above were dissolved in 600 ml of ethanol 
which was then divided into two equal portions and 
each portion was reduced with H2 over 2.5g of Ptol. 15 

After removing the catalyst, the filtrates of both runs 
were combined, checked with TLC and rotoevaporated 
down to dryness. The residue was stirred with 150 ml of 
cold ethyl acetate with seeding. The solution was 
chilled in an ice bath, filtered and the solid was washed 
with cold ethyl acetate to provide about 28.0 g of the 
compound of formula U. 24.0 g of this material and 12.0 
g from another batch were combined and dissolved in 
100 ml of boiling ethyl acetate. The mixture was cooled 
in a freezer and filtered, and the solid was washed with 
cold ethyl acetate. The solid was dried at room temper 
ature for one hour to provide 22.50 g of the compound 
of formula U, m.p. 104°-105 C. 

20 

25 

Step D 30 

SOC C U 2V-12 N-CH3 
CH3O 35 

N 
O 

W C 

To a solution of the compound of formula Uabove in 
300 ml of CH2Cl2 was added a solution of 15 ml of 
SO2Cl2 in 35 ml of CH2Cl2 in a period of about 25 min 
utes. The reaction mixture was stirred at room tempera 
ture for 2 hours longer and poured into 500 ml of ice 
water with stirring. The organic layer was dried over 
MgSO4, filtered and then rotoevaporated down to dry 
ness. The residue crystallized out partially. The mixture 
was then triturated with 40 ml of cold ethyl acetate and 
filtered, and the solid which separated was washed with 
10 ml of cold ethyl acetate to provide 13.90 g of the 
compound of formula W, m.p. 162-164 C. The filtrate 
was kept in a freezer overnight and then filtered to 
provide an additional 1.20 g of the compound of for 
mula W of lesser purity. 

45 

50 

55 
Step E 

Cl 
- G W -- HN 
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To a stirred suspension of 1.20 g of the compound of 

formula Wabove and 2.0 g of K2CO3 in 10 ml of DMF 
was added in one portion 430 mg of piperidine. The 
mixture was stirred at room temperature and poured 
into 700 ml of water with stirring. A gummy solid was 
filtered off. This wet solid was dissolved in 50 ml of 
CH2Cl2 and extracted with 50 ml of H20. The organic 
layer was separated, dried over K2CO3, filtered and 
then rotoevaporated down to dryness. The residue was 
recrystallized from acetonitrile (10 ml) to provide 700 
mg of the compound of formula Z, m.p. 139-141 C. 

EXAMPLE 6 

- Step A 

diborane Cl Z doorant Se N-CH3 
CH3O 

C 
AA 

A solution of 2.95 g of the compound of formula Z, 
prepared as described in Preparative Example 6E, in 20 
ml of THF and 40 ml of diborane in THF (1.06 M) was 
heated on a steam bath under reflux for 18 hours. The 
mixture was distilled to dryness. The residue was 
treated cautiously with 25 ml of 4 N HCl and then 
heated on a steam bath with stirring for 30 minutes. The 
mixture was chilled and diluted with 30 ml of water, 
made basic with NaOH and then extracted twice with 
50 ml of ether. The ether layers were combined, dried 
over K2CO3, filtered and then rotoevaporated to dry 
ness to provide about 2.0 g of an oily syrup which was 
purified through a column of 100 g of TLC grade silica 
gel, eluting with CH2Cl2/C2H5OH/NH4OH (100/5/2). 
The fractions containing the desired component were 
combined and then rotoevaporated to dryness to pro 
vide about 540 mg of the desired material of formula 
AA above. 

Step B 

HB Cl 
AA-B Ge. HO N-CH3 

C 
AB 

480 mg of the compound of formula AA above in 10 
ml of aqueous 48% HBr was heated at 130° C. with 
stirring for 6 hours. The mixture was poured into 100 
ml of ice water and the pH adjusted to about 8 with 
NaHCO3. The mixture was extracted twice with 40 ml 
of CH2Cl2. The dried combined extracts were roto 
evaporated leaving 290 mg of orange colored gum-like 
material which was purified through 30 mg of TLC 
grade silica gel, eluting with CH2Cl2/C2H5OH/N- 
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H4OH (50/3/1). The residue from rotoevaporation of 
the fractions containing the desired component was 
dissolved in 30 ml of ether and allowed to evaporate 
slowly to about 5 ml. The solid produced was filtered 
off, dried at 90° C. for 5 hours to provide 75 mg of the 5 
compound of formula AB above, m.p. 155°-157° C. 
By employing the Reactants listed in the first column 

of Table 4 below in place of piperidine in Preparative 
Example 6E and employing basically the same proce 
dure as set forth in Preparative Example 6E and Exam 
ple 6 above, the compounds listed in the second column 
of Table 4 may also be synthesized. 

10 

TABLE.4 
Product 15 

Cl 
N-CH3 

HO 20 

Rl 
Reactant R1 = 

/- / v 25 
Hi-N N-CH3 -N N-CH3 

\-/ \-/ 
Li-CsC-Ph -CEC-Ph 
Lim CECH a-CsCH 30 

Li N-CH3 N-CH3 

35 

CFCH2OH -OCHCF 
Ph = phenyl 

PREPARATIVE EXAMPLE 7 40 

Step A 

45 

witute C NeCH dithionite 3 
CH3O 

N 
AC O 

50 

A mixture of 1.40 g of the compound of formula W, 
prepared as described in Preparative Example 6D, 4.0 g 
of NaHCO3 and 1.75 g of sodium dithionite in 20 ml 
each of DMF and H2O was stirred at room temperature 
for 1 hours. 200 ml of water were added with stirring. 
The mixture was filtered and the solid separated was 
washed with water to provide about 1.09 g of solid, 
which was recrystallized from acetonitrile to provide a 
small amount of the desired compound of formula AC, 60 
m.p. 117-118° C. The filtrate from the acetonitrile 
recrystallization provided 950 mg of less pure com 
pound of formula AC. 

55 

Step B 65 

AC NaH G 
cyclohexyl bromide 

34 
-continued 

Step B 

O 
AD O 

C 

Under NNaH (876 mg, 60% oil dispersion) was 
added to a solution of the compound of formula AC (2.5 
g) in 150 ml of THF/DMF (10:1) at room temperature. 
A solution of cyclohexyl bromide (1.5 cc) in 
THF/DMF (10 cc) was added via dropping funnel to 
the above mixture. The mixture was heated on an oil 
bath at 80° C. After 2 hours the reaction was complete. 
Solvent was removed on a rotoevaporator at 40 C. 
(pump associated) and the residue was diluted rapidly 
with 200 cc of ice water. The resulting mixture was 
extracted with 200 ml of CH2Cl2 and the CH2Cl2 layer 
was separated and dried over MgSO4. Rotoevaporation 
of the CHCl2 layer gave 3 g of amorphous solid which 
was chromatographed on Kieselgel 60G using ethyl 
acetate/hexane (40.60) as the eluant to give about 1.54g 
of the product of formula AD. 

EXAMPLE 7 r 

Step A 

C 

AD diborane G O N-CH3 
CH3O 

AE 

The compound of formula AD (1.53 g), prepared as 
described in Preparative Example 7B, dry THF (50 cc) 
and diborane (16 cc of a 1 M solution in THF) were 
refluxed for 2 hrs. The reaction mixture was cooled to 
room temperature and 5 cc of H2O was added carefully. 
Solvent was removed on a rotoevaporator at about 30 
C. Ethanol (100 cc) and 25 cc of 4N HCl were added to 
the residue, and this mixture refixed on a steam bath 
for 1 hours. Ethanol was removed on a rotoevaporator 
at 50-60 C. and the remaining aqueous portion was 
diluted with 100 ml of ice water. The mixture was basi 
fied with 10% NaOH solution to a pH of about 8 and 
extracted twice with 100 cc portions of CH2Cl2. The 
combined extracts were dried over MgSO4, and evapo 
rated to give 1.26 g of the compound of formula AE 
above as an oil. 
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Step B 

5 Cl 

NaSC2H5 Cl HO N-CH3 
AE - St-Ge. N-CH3 

HO 

(CH2)2CO2CH3 
AF 10 

O PREPARATIVE EXAMPLE 8 

15 
A solution of the cyclohexyl compound of formula 

AE above (1.2 g) in 6 ml of dimethylformamide (DMF) NaOC2His G Cl N-CH3 
was added to a solution of sodium thioethoxide in 6 ml CH3O - 

of DMF prepared from 757 mg of 60% sodium hydride 20 N 
in mineral oil and 1.4 ml of ethanethiol. The resulting AH O 
mixture was heated at 120' C. on an oil bath for 4 hrs, CHs 
cooled, diluted with 100 ml of ice-water, and washed 
with ml of hexane. 5% HCl was added to the separated A solution of sodium ethoxide in 30 ml of absolute 
aqueous layer to adjust the pH to 7.5-8. The mixture '' ethanol was prepared by using 253 mg of sodium, the 
was extracted twice with 200 ml portions of CH2Cl2, compound of formula W (2.75 g), prepared as described 
and the combined extracts were dried over MgSO4, in Preparative Example 6D, was added to the solution, 
filtered, and evaporated to give an oil which was dried 30 and the reaction mixture was heated under reflux for 3 
in high vacuum. The oil partially crystallized and was 
recrystallized from ether-petroleum ether to give 454 
mg product of the formula AF above, m.p. 144'147 C. 
By employing the reactant listed in the first column of 

Table 5 below in place of cyclohexyl bromide in Pre 
parative Example 7B above and by employing basically 
the same basic procedures as set forth in Preparative 
Example 7B and Example 7, the compounds listed in the 
second column of Table 5 were also synthesized. 

TABLE 5 

C 
N-CH3 

HO 

R1 
Reactant R1 = m.p. 

Cl(CH2)N(CH3)2 -(CH2)3N(CH3); 145 
60' C. 

(2HCl) 

70 
190 C. 

Br (HCl) 

By employing the CH2=CH-CO2CH3 in place of 
cyclohexyl bromide in the procedure of Preparative 
Example 7B and by employing basically the same pro 
cedures as described in Preparative Example 7 and Ex 
ample 7, the compound AG shown below may also be 
prepared: 

35 

45 

50 

55 

60 

65 

hours. The mixture was rotoevaporated down to dry 
ness. The residue was treated with 50 ml each of H2O 
and CH2CL2. The CH2Cl2 portion was dried with 
MgSO4 and concentrated to dryness to provide 2.50 g 
of a solid residue which was recrystallized from 15 ml 
of acetonitrile to give about 780 mg of the compound of 
formula AH above, m.p. 106-108' C. 

EXAMPLE 8 

Step A 

diborane C AH-doorant e N-CH3 
CHO 

AI 
OCHs 

A solution of 775 mg of the compound of formula 
AH, prepared as described in Preparative Example 8, in 
20 ml of THF was added to 15 ml of diborane/THF 
(1.06M) with stirring. The mixture was heated under 
reflux for 5 hours longer and then distilled to dryness. 
The residue was treated with 15 ml of 4 NHCl and then 
heated on a steam bath with stirring for 30 minutes. The 
HCl mixture was diluted with 20 ml of H2O, chilled and 
then made basic with NaOH. This mixture was ex 
tracted with 50 ml of ether. The ether was removed by 
rotoevaporation leaving 450 mg of an oily syrup which 
was a crude compound of formula AI above as con 
firmed by NMR. 
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- Step B 

NaSC2H5 C AI - C-Se N-CH3 
HO 

AJ 
OC2Hs 

NaSC2H5 was prepared in DMF with 1.50 g of NaH 
(60% in oil) and 3.0 ml of ethanethiol in 30 ml of DMF. 
To 4 g of this solution was added a solution of 1.20 g of 
the compound of formula AI above in 2 ml of DMF. 
The mixture was heated on an oil bath at 130-140 C. 
for 4 hours and then chilled to room temperature and 
poured into 150 ml of water. The pH was adjusted to 
about 8 with dropwise addition of acetic acid. The mix 
ture was extracted twice with 30 ml of CH2Cl2. The 
CH2Cl2 layers were dried over MgSO4, filtered, then 
rotoevaporated down to about 4-5 ml and then distilled 
down to dryness at 10 mm at 90° C. The residue was 
purified through a column of 50 g of TLC grade silica 
gel eluting with CH2Cl2/C2H5OH/NH4OH (50/2.5/1). 
The fractions containing the desired component were 
combined and then rotoevaporated down to the dryness 
to provide about 800 mg of a viscous residue which was 
a crude compound of formula AJ above. The com 
pound was converted to the hydrochloride salt in ethe 
real solution with a slight excess of dry HCl. The result 
ing salt was filtered and dried in vacuo to provide the 
HCl salt, m.p. 235-236' C. (decomposes). 

EXAMPLE 9 

Cl 
A dimethylcarbamoyl G N-CH2 

chloride O 

o= 
N(CH3)2 OC2H5 

AK 

To a suspension of 0.8 g (2.7 mmole) Of the hydro 
chloride of the compound of formula AJ, prepared as 
described in Example 8, in 20 ml dry dimethoxyethane 
was added 210 mg of NaH (60% in oil dispersion) (5.5 
mmole) in portions with stirring. After evolution of gas 
had stopped (about 10 minutes) a solution of dimethyl 
carbamyl chloride (0.290 g, 0.248 ml, 2.7 mmole) in 10 
ml dimethoxyethane was added and the mixture was 
stirred at ambient temperature overnight and then 
heated to 50° C. for 3 hours. 
The reaction mixture was filtered (obtained 0.32 g 

solid, theoretical NaCl) and evaporated to near dryness. 
Ether and dilute NaOH were added. The phases were 
separated. The ether phase was washed with brine, 
dried over MgSO4, decolorized (Darco and Florisil) 
and concentrated to a gun, 0.9 g, which was the com 
pound of formula AK as confirmed by NMR. 
This gummy material (0.9 g) of formula AK above 

from Example 9 was dissolved in ether and treated with 
a slight excess of etheral HCl and then filtered. The 
hygroscopic solid separated was redissolved immedi 
ately in about 20 ml of acetonitrile, diluted with about 
100 ml ether, cooled and filtrered to provide 520 mg of 
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38 
the desired compound of formula AK above as the 
hydrochloride, m.p. 199-202 C. 

PREPARATIVE EXAMPLE 

Step A. 

Cl 

CH3O N 
AL 

Sodium hydride (1.16 g, 60% oil dispersion) was 
added under nitrogen to a solution of the compound of 
the formula AC (3.5g, prepared as described in Prepar 
ative Example 7A) in 35 ml of THF/DMF (10:1) at 
room temperature. A solution of allyl bromide (1.4 cc) 
in 10 ml of THF/DMF (10:1) was then added via a 
syringe and the mixture heated at 50° C. for 0.5 hours 
and then at 65 for hour. The solvent was removed on 
a rotoevaporator at 40 C. and 200 cc of ice water rap 
idly added to the residue. The resulting mixture was 
extracted with two 150 cc portions of CH2Cl2 and the 
combined extract washed with a 50 cc portion of water 
and then dried over MgSO4. Rotoevaporation of the 
CH2Cl2 extract gave 3.6 g of an oil. Recrystallization 
from an ethyl acetate/hexane mixture (40:60) gave 2.8 
g of the product of the 

EXAMPLE 10 

- Step A 

Cl 

AL LiAlH4 N-CH3 

CH3O 

AM 

A solution of the compound AL (2.8 g), prepared as 
described in Preparative Example 10, in THF (30 cc) 
was added at room temperature to a suspension of 
LiAlH4 (1.1 g) in THF (50cc). After 1 hour the reaction 
was complete as indicated by thin layer chromatogra 
phy. To the resultant reaction mixture was added 1.1 cc 
of water, 1.1 cc of 15% NaOH solution and then 3.3 cc 
of water. The precipitate was filtered off, the THF 
removed on a rotoevaporator and then 200 cc of water 
added to the residue. The mixture was then extracted 
with two 150 cc portions of CH2Cl2, the combined 
extract washed with a 75 cc portion of water and then 
dried over MgSO4. Rotoevaporation of the dried 
CH2Cl2 layer gave an oil which was chromatographed 
on a silica column using a 1:1 mixture of ethyl acetate 
and hexane as eluent to give the desired product AM as 
an oil (1:52 g). 
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with two 150 cc portions of ethyl acetate and the com 
Step B bined extract then dried over MgSO4 and then evapo 

rated to give an oil (840 mg). The oil was chromato 
Cl graphed on a silica column using 1:1 ethyl acetate:hex 

NaSCH 5 ane as eluant to give 440 mg of product which was 
AM-2 se N-CH3 recrystallized from an ethyl acetate/hexane mixture to 

HO give 310 mg of the desired product AN (m.p. 141-143 
C.). 

AN Using the procedures described in the foregoing Ex 
10 amples, the compounds of the general formula I set 

forth in the following Table 6 may be prepared. 
TABLE 6 

Cl 

N-R3 

R5 

Compound Rl R2 
No. R5 R1 R2 R. m.p. "C. 
1 HO- seCHC6H5 -CH3, 190-193 
2 HO- -OC2H5 -H -CHs 180-182 

(maieate) 
3 HO- 1-imidazolyl -H -CH3, 194-195 
4 HO OCH2C6H5 -H -CH 153-155 
5 HO NHC6H5 -H -CH3, 193-194 
6 HO O(CH2)2Ph -H -CHs 140-145 
7 HO cyciopentyl -H -CHs 164-166 
8 HO 1-pyrrely -H -CH3 162-163 
9 H2N cyclohexyl -H -CH3 
10 Me2NCO2 cyclohexyl -H -CHs 112-115 

HO CH2-cyclo- -H -CH3 
hexyl 

2 HO propargyl -H -CH 150-170 
(amorphous) 

13 HO allyl -H -CH3 141-143 
14 HO -(CH2)4- -CH 155-158 
15 t-BucO2 cyclohexyl -H -CHs 110-112 
16 C6H5CO2 cyclohexyl -H -CH3 300 (HCI) 
17 EtOCO cyclohexyl -H -CH3 
18 CH3CO2 allyl -H -CH3, 180-181 (HCl) 
19 CH3CO2 cyclohexyl -H -CH3 
20 n-ProO2 allyl -H -CH3 
21 HO 3,3-(Me)2- -H -CHs 142-144 

allyl (maleate) 
22 HO ally -H -CH3, 183-185 
23 i-ProC) allyl -H -CH3 232-234 (HCl) 
24 HO 2-Meallyl -H -CH3, 174-175 
25 MeOCH2CO2 allyl -H -CHs 190-192 (HCl) 
26 CH3CO2 3,3-dime-2- -H -CHs 180-183 

allyl (dec.) (HCl) 
27 POM allyl -H -CH3 156-159 (HCl) 
28 HO 2-butenyl -H -CH3 

(cis -- trans) 
29 HO cyclopropyl- -H -CH3 

methyl 
30 PhCO2CH2O allyl -H -CH3 
31 4-iPrPhNHCO2 allyl -H -CH3 
32 4-EtOPhNHCO2 allyl -H -CH3 

*POM = t-BucOOCHO 

NaSC2H5 was prepared by adding batchwise 0.89 g of 
NaH (60% oil dispersion) to an ice-cold solution of 1.6 
cc of ethanthiol in 20 cc of DMF. The reaction mixture 

55 

was allowed to stand for 15 minutes and then a solution 60 While the present invention has been described in 
of 1.45 g of the compound of the formula AM in 30 cc 
of DMF was syringed into the mixture. The resulting 
reaction mixture was heated on an oil bath at 120' C. for 
2 hours, cooled to room temperature and then 400 cc of 
water added. The pH of the product mixture was ad 
justed to 1 with N H2SO4, the mixture extracted once 
with 150 cc of diethyl ether and then basified with solid 
NaHCO3 to give a pH of 8. The mixture was extracted 

65 

conjunction with the specific embodiments set forth 
above, many alternatives, modifications and variations 
thereof will be apparent to those of ordinary skill in the 
art. All such alternatives, modifications and variations 
are intended to fall within the spirit and scope of the 
present invention. 
We claim: 
1. A compound of the formula II 
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II 

or a pharmaceutically acceptable salt thereof, wherein: 
Q represents halo, or -OSOR" wherein R" is CH3, 
CF3, phenyl or tolyl; 

R3a represents C1-C6 alkyl, allyl, cyclopropylmethyl 
or COOR14 wherein R1 is C1-C5 alkyl, aryl, aral 
kyl having from 1 to 6 carbon atoms in the alkyl 
portion thereof, or C1-C6 haloalkyl; 

R4 represents H, halo, C1-C6 alkyl, C1-C6 haloalkyl 
or C1-C6 alkoxy; 

R5a represents -OR10, -N(R9)2, -O-C(R- 
)2-OCOR13, or C1-C5 alkoxy; where each R' 
independently represents H, C1-C6 alkyl, C1-C6 

O 
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42 
alkoxy, C1-C6 alkoxy(C1-C6)alkyl, ar(C1-C6)alkyl 
or aryl; 

R7 represents H or C1-C6 alkyl; 
R10 represents H, -COR9 or -CONCR9)2; and 
R13 represents C1-C6 alkyl, ar(C1-C6)alkyl or aryl; 
aryl represents phenyl or substituted phenyl, wherein 

substituted phenyl represents mono- or di-sub 
stituted by C1-C6 alkyl, hydroxy, C1-C6 alkoxy, 
C1-C6 alkylthio, halo, trifluoromethyl or combina 
tions thereof. 

2. A compound in accordance with claim 1 having 
the formula 

C 
N-CH3. 

HO 


